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~ Newborn screening and atypical CF forms 
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Screening Cenlre, AO Istituti Clinici di Perjkzionamento, Milano, Italy 
Aim: At the moment, it is unknown the incidence of atypical forms of CF in 
the general population. Aim of our study is to estimate it in the whole neonatal 
population of Lombardia Region (NW Italy) in the solar year 2002 (>89,000 
newborns). 
Methods: Audit of the newborn screening programme [IRT/DNA(multiple CFTR 
mutations)/IRT] plus wide molecular analysis of the CFTR gene (by means of 
DHPLC) in subjects with repeated borderline sweat est. Hypertrypsinaemic infants, 
with repeated sweat chloride values in the borderline range (between 30 retool/1 
and 60 retool/L) and bearing a CFTR gene mutation plus the 5T polymorfism were 
considered as atypical CF. 
Results: Since 1.1.2002 to 31.12.2002, 89,108 newborns underwent the screening 
programme. Twenty-eight infants (M17/F11) with classical forms of the disease 
(sweat chloride above 60 mmol/1) were identified (11 meconium ileus). 15 subjects 
with repeated indeterminate sweat chloride (30 60retool/L) were studied with a 
wide genetic analysis: two infants received a diagnosis of carriers, seven resulted 
affected by a mild form of CE The diagnosis of atypical CF was made in the 
remaining six infants and in a subject with normal b-IRT and normal sweat test 
identified as compound heterozygote by prenatal investigation. In the year 2002 the 
CF incidence in our Region was 1.'2545 (35/89,108; IC 95% 1.'1830 1.'3667). In 
this year the frequency of atypical CF was 1.'12,729. 
Conclusions: Due to the increasing number of newborns who shall be screened 
for CF in the future years, the challenge of the correct identification and clinical 
management of atypical CF must be thoroughly investigated. 
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Introduction: Bacterial infection is common in young children with cystic fibro- 
sis (CF) and negative oropharyngeal cultures do not always reliably predict the 
absence of lower airway infection. We changed our clinical practice in 2003 to 
routinely perform fibre-optic bronchoscopy (FOB) in children with CF shortly after 
diagnosis, and also to perform oesophageal pH monitoring. 
Methods: In order to determine whether there was an increased microbiological 
yield using FOB, and to assess the prevalence of gastroesophageal reflux (GER), 
we performed a retrospective case note review of 25 children investigated following 
a new diagnosis of CR 
Results: Median age at diagnosis was 5 months (range, pre-natal to 10.8 years) and 
FOB was performed a median of 3 months (5 days to 20 months) after diagnosis. 
19 children had no respiratory symptoms at the time of FOB. Prior microbiology 
had been positive in 9 cases (S. aureus in 6, P aeruginosa in 2, both organisms in 
1). A pathogenic organism was found in bronchoalveolar l vage (BAL) in 12 cases 
(48%); S. aureus in 8, P aeruginosa in 5 and Moraxella catarrhalis in 1. Eight of 
these cases (67%) were well at the time of FOB. All 5 of the P aeruginosa (20% 
of children) and 4 of the S. aureus isolations (16% of children) in BAL had been 
previously undetected. A pH study was successfully completed in 21 cases; GER 
was found in 12 children (57%); it was moderate in 4 and severe in 3. Only 3 cases 
with a positive pH study had overt symptoms of GER. 
Conclusions: We conclude that FOB following diagnosis allows detection of 
previously undetected organisms and that GER is common in infants and young 
children with CE We suggest hat FOB and a pH study should be routinely 
performed following diagnosis. 
